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Abstract

Background  and objectives:  To  explore  the  current  status  of  demoralization  syndrome  and  its

relationship  with  medical  coping  style,  self  efficacy  and  perceived  social  support  in  Chinese

breast  cancer  patients.

Methods:  A total  of  375 Chinese  patients  with  breast  cancer  participated  in  this  study.  Data

were primarily  collected  using  questionnaires,  including  a general  information  questionnaire,

the Demoralization  Scale-Mandarin  Version  (DS-MV),  the  Chinese  version  of  the  Medical  Coping

Style  Questionnaire,  the  Strategies  Used  by  People  to  Promote  Health  scale,  and  the  Perceived

Social  Support  Scale.  The  mean  value+1  standard  deviation  was  used  to  determine  the  cutoff

of DS. Associations  between  demoralization  and other  variables  were  analyzed  by  Pearson’s

correlation  and multivariate  linear  regression.

Results:  The  mean  score  of  the  DS-Total  was  26.95  (SD  =  12.83,  range  =  0---60),  with  the  pre-

valence of  low  demoralization  16.8%,  medium  demoralization  72.8%  and  high  demoralization

10.4%.  Demoralization  was  significantly  associated  with  medical  insurance  (provincial,  city

medical  insurance,  and new  rural  cooperative  medical  insurance),  having  at least  one  child,  type

of operation  (breast-conserving  surgery  or  breast  plastic  surgery),  income,  medical  coping  style

(i.e., resignation),  self-efficacy  and  perceived  social  support  (adjusted  R2 =  0.539,  p  <  0.001).

Conclusion:  Demoralization  syndrome  is a common  mental  disorder  among  Chinese  patients

with breast  cancer.  Financial  status,  having  children,  type  of  operation,  medical  coping  style,

self-efficacy,  and  perceived  social support  are significantly  related  to  demoralization.  It  is
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important  and  necessary  to  have  early  and  regular  monitoring  of  demoralization  using  validated

instruments  specifically  designed  to  measure  it.

© 2020  Published  by  Elsevier  España, S.L.U.  on behalf  of  Asociación Universitaria  de Zaragoza

para el  Progreso  de la  Psiquiatŕıa  y  la  Salud  Mental.

Introduction

Patients  with  cancer  may  experience  significant  emotio-
nal  and  psychological  distress  for  various  reasons,  including
fear  of  death  and  disease  recurrence  and  the  uncertainty
of  the  illness.1,2 Patients  with  breast  cancer,  particularly
female  patients,  have  higher  levels  of  psycho-pathological
symptoms,  because  of  mastectomies,  menopause,  hormone
decline,  and  the  various  side  effects  of chemotherapy  (e.g.,
hair  loss  and edema).3

Demoralization  syndrome  has  emerged  as  a key psycho-
pathological  concept  in  palliative  care  over  the  past two
decades,  which  stems  from  a  persistent  perceived  inabi-
lity  to  cope  with  one’s  present  circumstances  and typically
occurs  in  patients  at  the  end  of  life.1 Distinguishing  it
from  other  emotional  and  psychological  distress,  including
depression,  is  central  to demoralization’s  conceptualiza-
tion,  as  it  encompasses  symptoms  that include  extreme
feelings  of hopelessness,  helplessness,  and  meaninglessness,
fear  of  losing  one’s  dignity,  and  a  sense  of  incompetence  or
failure.1,2,4 There  are several  measures  of  demoralization,
including:  the Demoralization  Scale  (DS),2 the Diagnostic
Criteria  for  Psychosomatic  Research  (DCPR),4 the Subjective
Incompetence  Scale  (SIS),  and  a revised  version  of  the  DS
(the  16-item  DS-II).5 Among  them,  the self-report  DS and  the
structured  DCPR  interview  are  commonly  used worldwide.
The  reported  prevalence  of  clinically  significant  demora-
lization  ranges  from  13.0%  to  52.5%,  partly  owing  to  the
use  of  different  tools,  different  clinical  thresholds,  and  the
heterogeneity  of the  patient  populations.5---7

Demoralization  syndrome  among  patients  with  advan-
ced  cancer  has been  found  to  be  associated  with  higher
symptom  burden,8 less  perceived  social  support,5 anticipa-
tory  fears  about  pain  and suffering,  and  feeling  one  is  a
burden  on  loved  ones.9 Moreover,  research  on  demoraliza-
tion  syndrome  indicates  that  it is  more  closely  associated
with  a  desire  to  hasten  death  and  is  a stronger  predic-
tor  of  hastening  death  than  depression.5,6,10 Thus,  it is
not  only  a significant  mental-health  concern,  but  also  an
urgent  problem  that needs  to be  studied  thoroughly  and  sol-
ved  quickly.  Since  demoralization  syndrome  is  a treatable
psycho-pathological  condition,  establishing  the criteria  for
its  clinical  diagnosis  will  make  it possible  to  focus  better
on  potential  therapeutic  interventions.3 The  critical  chal-
lenge  is to  distinguish  demoralization  syndrome  from  other
types  of  emotional  and  psychological  distress,  especially
depression.1,5 Progress  towards  this end  has  been  made
in  that  considerable  research  has  revealed  that demorali-
zation  and depression  have  distinct  but  related  features.
Demoralization  entails  loss  of  hope  and  meaning,  and  an
extraordinary  loss  of  anticipatory  pleasure,  rather  than

general  anhedonia,  whereas  the core  symptom  of depres-
sion  involves  a loss  of  pleasure  and interest  in the present
moment.5 In addition,  one  study  has  found  that  a  large
proportion  of  cancer  patients  had  low  depression  but  high
demoralization  in China.11

Numerous  studies  have  been  conducted  to  assess  the
correlates  of  demoralization  (e.g.,  demographic  characte-
ristics  and  physical,  psychiatric  and  psycho-social  factors)
in  order  to  develop  efficacious  interventions  to  remedy
this  significant  worldwide  concern.1,5,7,12---14 However,  cur-
rent  findings  are  limited  by  the fact  that  so few variables
have  been  studied.  As such,  further  research  is  warran-
ted  to obtain  a better  understanding  of  this  syndrome.
Furthermore,  breast  cancer  has  already  replaced  lung  can-
cer  as  the most  common  cancer  among  female  patients
with  cancer  in  China.15 To  date,  the current  status  of
demoralization  symptom and  its  relationship  with  other
aspects  of  the experience  of  breast  cancer  patients  have
not  been  studied  in mainland  China.  Given  this  situa-
tion,  the  aim  of  this study  was  to extend  knowledge
about  demoralization  by  assessing  its current  status  and
exploring  its  relationship  with  medical  coping  styles,
self-efficacy,  perceived  social  support,  demographic  cha-
racteristics,  and  the clinical  features  of  breast  cancer
patients.

Materials and methods

Study  subjects

Participants  were  recruited  using  convenience  sampling  at
the  General  Surgical  Wards  V and  VI  (Breast  and Thyroid)  of
the  Second  Xiangya  Hospital,  from  August  2018  to  January
2019.  Participation  was  limited  to  patients  who  met  the fol-
lowing  criteria:  (1)  18  years  of age or  older;  (2)  a  confirmed
diagnosis  of  breast  cancer  by  pathological  examination;  (3)
no  cognitive  impairment,  and  being  able  to  comprehend
the  study’s  questionnaires;  and (4)  being willing  to  parti-
cipate.  Patients  with  recurrent  tumors,  distant  metastasis,
neoadjuvant  chemotherapy,  current  uncontrolled  mental  ill-
ness,  and  cardiovascular  disease  were  excluded  from the
study.  Of  the  432  patients  who  met the study  criteria,  375
(86.81%)  patients  completed  the  study,  with  57  patients
dropping  out  of it for  various  reasons  (33  lost interest  in
the study  and  refused  to  finish  it;  17  were  interrupted  due
to  treatment  or  other  reasons,  which  led  to incomplete
information;  and 7  refused  to  fill  in missing  data).  There
were  no  differences  in the demographic  characteristics  or
clinical  features  of  those  who  accepted  or  declined  partici-
pation.
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Table  1  DS-MV  scores.

Variables  Min  Max  Mean  ±  SD  Mean  ± SD (Standard  score)

DS-Total  0  60  26.95  ±  12.83

DS-MV sub-scale  (Standard  score)

Dysphoria  0  18  3.91  ± 3.58  0.78  ± 0.72

Loss of  meaning  0  16  6.77  ± 3.47  1.35  ± 0.69

Disheartenment  0  18  7.59  ± 4.32  1.26  ± 0.72

Helplessness 0  12  3.86  ± 2.64  0.96  ± 0.66

Sense of  failure  0  11  4.82  ± 2.27  1.20  ± 0.56

Note: DS-MV = the Mandarin Version of  the Demoralization Scale; DS-Total = the  DS-MVs total score; Standard score =  Sub-scale score /

Sub-scale’s number of entries.

Measures

A series  of  questionnaires  were  used  in the  study  to  collect
data  by  trained  research  assistants.  The  general  information
questionnaire  included  a  demographic  section  and a clinical
features  section.  The  demographic  section  (e.g.,  age,  edu-
cation,  and  occupation.)  was  completed  independently  by
patients,  whereas  the clinical  features  section  (e.g.,  family
history  of  breast  cancer,  type of  operation,  type of  patholo-
gies,  and  phase  of  management)  were gathered  from  clinical
records.

The  24-item  DS-MV,  which  was  used to  assess  the seve-
rity  of demoralization,  has  five  sub-scales:  loss  of  meaning,
dysphoria,  disheartenment,  helplessness,  and  sense  of  fai-
lure;  the  Cronbach’s  �  for  the  entire  scale  is  .92.16 The
DS-MV’s  total  score  (DS-Total)  is  obtained  by  summing  the
item  scores,  with  a  total  score  of  30  or  more  used as  the
cut-off  score for  clinically  significant  demoralization.12,13,16

The  20-item  Medical  Coping  Style  Questionnaire  (C-MCMQ),
which  is  frequently  used  to  assess  the medical  coping  styles
of  patients  in relation  to  a  specific  disease,  was  used  to
measure  patients’  coping  styles.  The  C-MCMQ  has  three  sub-
scales:  confrontation,  avoidance,  and  resignation,  which
have  been  found  to  have  test-retest  reliabilities  of  .64,
.85  and  .67,  respectively.17 The  28-item  Strategies  Used
by  People  to  Promote  Health  (C-SUPPH)  was  used  to  eva-
luate  patients’  perceived  self-efficacy,  which  are measured
on  three  sub-scales:  stress  reduction,  making  decisions,
and  positive  attitude,18 The  sub-scales  have  good  internal
consistency  (ranging  from  0.79  to  0.88),  and  the Cron-
bach’s  �  and  the  Guttman  split-half  coefficient  for  the  entire
scale  are  .970  and  .925,  respectively,  according  to  previous
research.19,20 The  12-item  Chinese  version  of  the Percei-
ved  Social  Support  Scale  (C-PSSS)  was  used to  evaluate
the  social  support  that  individuals  perceived  they  recei-
ved  from  various  interpersonal  resources,  such  as  family,
friends,  and  significant  others. The  original  English  ver-
sion  of  the scale  was  developed  by  Zimet  et  al.21 The
C-PSSS,  which  was  translated  by  Jiang  Qianjin,  has two  sub-
scales:  family  endogenous  support  and  family  exogenous
support.

Two  researchers  explained  the basic  procedures  and  pur-
pose  of  the  survey  to the patients  using  uniform  instructions.
Patients  were  required  to  complete  questionnaires  indepen-
dently  and  bring  them  back to  the  site.

Statistics

Descriptive  statistics  were  used to  summarize  the demo-
graphic  and  clinical  data,  and  patient’s  current  state
of  demoralization,  medical  coping  styles,  perceived  self-
efficacy,  and  social  support.  Two-group  comparisons  were
performed  using  t-tests  and  multiple-group  comparisons
were  performed  with  one-way  analysis  of variance  (ANOVA).
Associations  between  different  variables  were  measured
using  Pearson’s  correlation  (Data  normally  distributed  by
normality  test).  Variables  with  significance  differences  were
included  as  independent  variables  in a multivariate  linear
regression  analysis  that  used  the  forward  stepwise  proce-
dure.  The  statistical  analyses  were  conducted  using  SPSS
version  22.0  (SPSS  Inc.,  Chicago,  IL,  USA).  All  the  presented
p  values  are  two-tailed;  p  <  0.05  was  considered  statistically
significant.

Results

Current  status  of demoralization  according  to the
DS-MV

The  mean  DS-Total  score  was  26.95 (SD  =  12.83),  with
‘‘loss  of  meaning’’  having  the  highest  standard  score,  and
‘‘dysphoria’’  having  the  lowest  standard  score  (Table  1).
More  recent  publications  have  argued  for  a  ‘‘mean  plus
SD’’  as  a threshold  for clinical  significance  when  determi-
ning  the  cutoff  of a scale.21Therefore,  the  Demoralization
Scale  was  subdivided  into  three  distinct  categories  based
on  a  mean  of  26.95  (SD  =  12.83):  low DS  (14.11),  medium
DS (14.12---39.78),  and high  DS (39.79),  identifying  63  cases
(16.8%) with  low  demoralization,  273 cases  (72.8%)  with
medium  demoralization,  39  cases  (10.4%)  with  high  demo-
ralization.

Factors  associated  with  demoralization

Table  2 shows  the demographic  and  clinical  variables  that
were  significantly  related  to  demoralization.

Table 3 shows  that  DS-MV  had  significant  positive  correla-
tions  with  resignation,  and  significant  negative  correlations
with  confrontation,  C-SUPPH  and  C-PSSS.
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Table  2  Comparison  of  the  DS-Total  among  groups  with  different  demographic  characteristics  and  clinical  features.

Variables  N(%)  DS-Total  F/t  p  Variables  N(%)  DS-Total  F/t  p

Mean ± SD  Mean  ± SD

Age  (years) 1.79a 0.15 Income(RMB) 6.91a <

0.00118−30 23(6.1)  25.00  ±  8.50  1000  or  below  66(17.6)  27.86  ±  10.93

31−45 149(39.7)  27.91  ±  11.77  1001−1999  76(20.3)  32.55  ±  15.34

46−60 165(44.0)  25.64  ±  13.22  2000−2999  58(15.5)  24.33  ±  14.14

Above 60  38(10.1)  30.08  ±  16.38  3000−3999  84(22.4)  27.27  ±  11.40

Education 8.93a <

0.001
4000  or  above  91(24.3)  22.99  ±  10.38

Primary educational  level  65(17.3)  34.78  ±  10.69  Marital  status 5.84a 0.001

Secondary educational  level  77(20.5)  24.81  ±  14.50  Unmarried  13(3.5)  14.08  ±  7.88

High school  level  109(29.1)  24.62  ±  13.31  Married  324(86.4)  27.00  ±  12.88

Tertiary college  level  44(11.7)  23.75  ±  11.08  Divorced  27(7.2)  30.59  ±  12.96

Bachelor degree  or  above 80(21.3)  27.59  ±  10.33  Widowed  11(2.9)  31.82  ±  2.27

Occupation 1.78a 0.12 Religion  or  not 0.60b 0.55

Prepared staff  84(22.4)  25.42  ±  12.10  Yes  17(4.5)  25.12  ±  15.59

Workman 17(4.5)  25.94  ±  13.29  No  358(95.5)  27.04  ±  12.70

Business 16(4.3)  33.94  ±  15.86  Family  history  of  family  cancer 1.20b 0.23

Farmer 150(40.0)  28.01  ±  12.20  Yes  29(7.7)  24.21  ±  9.62

Retired 79(21.1)  25.11  ±  13.40  No  346(92.3)  27.18  ±  13.05

Others 29(7.7)  27.69  ±  13.63  Operation  modes 7.00a 0.001

Having at  least  one  child −3.75b <

0.001
Modified  radical  mastectomy  259(69.1)  28.00  ±  13.33

Yes 362(96.5)  27.41  ±  12.74  Breast-conserving  surgery  105(28.0)  23.52  ±  11.23

No 13(3.5)  14.08  ±  7.88  Breast  plastic  surgery  11(2.9)  35.00  ±  6.05

Life status 1.96a 0.10 Pathological  type −1.63b 0.10

Alone 23(6.1)  32.78  ±  13.08  Carcinoma  in situ  31(8.3)  23.35  ±  9.62

Mate 61(16.3)  24.90  ±  12.52  Invasive  cancer  344(91.7)  27.28  ±  13.04

Children 30(8.0)  25.40  ±  9.70  Phase  of management 3.33a 0.020

Mate and  children  246(65.6)  27.29  ±  13.24  After  pathological  diagnosis  85(22.7)  27.56  ±  12.43

Others 15(4.0)  23.93  ±  10.24  After  breast  surgery  76(20.3)  30.50  ±  15.85

Medical insurance 4.96a 0.001 During  chemotherapy  185(49.3)  25.77  ±  11.43

Self-pay 5(1.3)  36.00  ±  2.23  Chemotherapy  completed  29(7.7)  23.38  ±  12.20

New rural  cooperative  166(44.3)  29.50  ±  12.87  Other  chronic  diseases  or  not −2.36b 0.020

City medical  insurance  138(36.8)  25.19  ±  12.47  Yes  65(17.3)  30.83  ±  14.99

Provincial health  care  42(11.2)  21.57  ±  9.60  No  310(82.7)  26.14  ±  12.20

Others 24(6.4)  27.00  ±  16.15

Note: DS-MV = the Mandarin Version of the Demoralization Scale; DS-Total =  the DS-MV’s total score.
a The variables were analyzed by one-way ANOVA.
b The variables were analyzed by t-tests.
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Table  3  Correlations  of  the  total  DS-MV  and  its  sub-scales’with  the  C-MCMQ  sub-scales,  the  C-SUPPH,  and  the  C-PSSS.

Variables  Confrontation  Avoidance  Resignation  C-SUPPH  C-PSSS

DS-Total  Pearson  r −0.21  −0.07  0.39  −0.61  −0.43

P <0.001  0.150  <0.001  <0.001  <0.001

DS-MV sub-scale

Dysphoria  Pearson  r −0.09  −0.18  0.35  −0.40  −0.29

p 0.07  0.001  <0.001  <0.001  <0.001

Loss of  meaning  Pearson  r −0.09  0.02  0.23  −0.41  −0.35

p 0.10  0.66  <0.001  <0.001  <0.001

Disheartenment  Pearson  r −0.25  0.001  0.31  −0.59  −0.33

p <0.001  0.986  <0.001  <0.001  <0.001

Helplessness Pearson  r −0.18 −0.10 0.38  −0.44  −0.33

p <0.001  0.056  <0.001  <0.001  <0.001

Sense of  failure  Pearson  r −0.22  −0.06  0.26  −0.58  −0.41

p <0.001  0.214  <0.001  <0.001  <0.001

Note: DS-MV = the Mandarin Version of  the Demoralization Scale; DS-Total = the DS-MV total score; C-MCMQ = the Chinese version of Medical

Coping Style Questionnaire; C-SUPPH = the Chinese version of Strategies Used by People to Promote Health scale; C-PSSS = the Chinese

version of the Perceived Social Support Scale.

Based  on the univariate  and  bivariate  analyses,  10  inde-
pendent  variables  were  entered  into  the regression  analysis
to  predict  demoralization,  with  unordered  variables  set  by
dummy  variables.  The  final  model  of  the  forward  stepwise
regression  accounted  for over half  of  the variance  (adjus-
ted  R2 =  0.539, p  <  0.001)  in demoralization,  which  means  its
prediction  of  demoralization  was  satisfactory.  The  following
explanatory  variables  are listed  in Table  4 in the order  of
their  interpretative  ability,  from  highest  to  lowest:  new  rural
cooperative  insurance,  city  medical  insurance,  C-SUPPH,
provincial  medical  insurance,  resignation,  C-PSSS, having
at  least  one  child,  breast  plastic  surgery,  breast-conserving
surgery,  and  income.

Discussion

Current  status  of demoralization  syndrome  in
patients with  breast  cancer

Our  study  found  63  cases  (16.8%)  with  low  demoralization,
273  cases  (72.8%)  with  medium  demoralization,  39  cases

(10.4%)  with  high  demoralization,  with  a  mean  score  that
reached  26.95  (SD =  12.83),  analogous  to  the  results  of  pre-
vious  studies.1,4---7,21 A similar  study  of  cancer  patients  in
Taiwan  that  used  the same  tool  (DS-MV),  reported  a  mean
DS-Total  score  of  31.05 (SD  = 14.87),  but  prevalence  was  not
reported,  and  the majority  of  patients  were  outpatients,  not
inpatients  with  breast  cancer.12 Moreover,  the prevalence
of  clinically  significant  demoralization  in  another  Taiwanese
study  of 411 hospitalized  patients  with  cancer  (no specific
type  of  cancer)  was  49.4%,  but  the mean  DS-Total  score was
not  reported.13 These  different  results  may  be attributed
to  the different  tools and clinical  threshold  used and  the
heterogeneity  of  patients  from  different  palliative  care  set-
tings  and cultures,  as  well  as  countries.  Furthermore,  it is
worth  mentioning  that  only  female  patients  participated  in
our  study, and women  are more  likely  to  suffer  from  negative
emotions  and severe  psychological  problems.

The  analysis  of  the  standard  scores  of  the five  sub-scales
of  the DS-MV  showed that  ‘‘loss  of  meaning’’  had  the  highest
mean  score,  whereas  ‘‘dysphoria’’  had  the lowest,  which
suggests  that  caregivers  might  pay  greater  attention  to  an

Table  4  Results  of  multiple  linear  regression  on  the  variables  associated  with  demoralization.

Variable  Standardized  Beta  95%CI  T p

Lower  Upper

C-SUPPH  −0.499  −0.579  −0.420  −12.411  <0.001

Resignation 0.262  0.185  0.339  6.652  <0.001

C-PSSS −0.174  −0.258  −0.090  −4.089  <0.001

Having at  least  one  child  0.157  0.077  0.238  3.830  <0.001

Income −0.090  −0.179  −0.001  −1.988  0.048

New rural  cooperative/Self-pay  −0.596  −0.903  −0.289  −3.816  <0.001

City medical  insurance/Self-pay  −0.575  −0.876  −0.274  −3.759  <0.001

Provincial medical  insurance/Self-pay  −0.343  −0.547  −0.139  −3.313  0.001

Breast-conserving  surgery/Modified  radical  mastectomy  −0.101  −0.175  −0.026  −2.649  0.008

Breast plastic  surgery/Modified  radical  mastectomy  0.106  0.033  0.179  2.844  0.005

Note: C-SUPPH = the Chinese version of  the Strategies Used by People to Promote Health scale; C-PSSS = the Chinese version of the

Perceived Social Support Scale.

The Adjusted R2 for this final model was .539 (F = 34.664, p < 0.001).
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explicit  emotional  disorder,  such as  ‘‘dysphoria’’.  If this is
so,  it  indicates  that  caregivers  need  to  attend  more  clo-
sely  to  less  obvious  problems,  such  as  ‘‘loss of meaning’’,  to
improve  the  lives  of  patients  with  breast  cancer.  Therefore,
future  studies  should  recognize  the  value  of  the sub-scales
or key  items  of  scales  of  demoralization  syndrome  measures
as  potential  predictors.

Factors  associated  with  demoralization

Previous  studies  of  patients  with  cancer  that  have  been
conducted  in Oceania,  North  Africa,  Asia,  and Europe
have  shown  that  age,  gender,  education,  being  single,
having  a  partner,  unemployment,  physical  problems,  type
of  treatment,  social  support,  sense  of  dignity,  anxiety,
and  depression  all  have  significant  correlations  with
demoralization.7,10,12---14,16,22 The  regression  analysis  in the
current  study  showed  that  the variables  in  our  final  model
explained  53.9%  of  the variance  in  demoralization.  The
results  revealed  that  medical  insurance  (provincial,  city
medical  insurance  and  new  rural  cooperative  medical
insurance),  having  at  least  one  child,  type of operation
(breast-conserving  surgery  and breast  plastic  surgery),  and
income  statistically  predicted  demoralization  syndrome.

Demographic  and clinical  related  factors

Our  findings  are  generally  consistent  with  a Taiwanese  study
that  found  monthly  income  and type of treatment  (medical,
surgical)  were significantly  associated  with  demoralization,
using  the  same  tool  (DS-MV).13 Nevertheless,  our  results
stand  in  contrast  to  the results  of  some  studies  that  found
no  significant  association  between  demoralization  and  age,
education,  marital  status,  occupation,  type  of pathology,  or
phase  of management.  However,  some  studies  have  found,
as  our  does,  that  monthly  income  is  negatively  related  to
demoralization.13,16,23 The  reason  for  this might  be  that  the
heavy  financial  burden  of  daily  life  for  low-income  patients,
coupled  with  the  large  medical  cost  of  long-term  chemothe-
rapy,  increase  negative  emotional  experiences  that  make
them  more  prone  to  clinically  significant  demoralization.
With  respect  to  medical  insurance,  it has  been  argued  that
reliance  on  welfare  contributes  to  loss  of  mastery,  depres-
sion,  and  hopelessness,10 but  one  relevant  study  found  that
demoralization  was  not  necessarily  a  consequence  of  being
a  welfare  recipient,  per  se.24 Although  there  are  few  rele-
vant  studies  for  comparison,  we would  like  to  explain  the
association  between  demoralization  and  financial  burden.
The  provincial,  city  medical  insurance,  and  the new  rural
cooperative  medical  insurance  in  China are stable  forms  of
low-cost  health  insurance  that share  hospitalization  costs
and  can  reduce  patients’  financial  burden.  There  are no  rele-
vant  studies  for  comparison  with  regard  to  type  of  operation,
but  we  think  patients  treated  with  breast-conserving  sur-
gery  suffer  relatively  less  emotional  distress  because  this
type  operation  is  performed  at an early  stage  of breast
cancer  and  it has  a less  deleterious  effect  on  body image,
which  might  lead  to a  lower  level of  demoralization.25

In  contrast,  patients  treated  with  breast  plastic  surgery
might  suffer  from  severe  demoralization.  It may  be  rela-
ted  to  the  current  limitations  of breast  plastic  surgery,  that

patients  may  suffer  more  postoperative  complications  and
have  longer  convalescence.26 Finally,  the current  finding
that  having  more  than  one child  was  positively  associated
with  demoralization  differs  from  a study  conducted  in  Tai-
wan  that reported  ‘‘having  children  or  not’’  did not predict
demoralization.13 We think  a change  in  patients’  role  in  rai-
sing  their  children  may  play  an intermediary  role.  It  is  well
known  that  the  traditional  values  of  Chinese  society  favor
the gender  roles  of  ‘‘breadwinning  men  and  homemaking
women’’.  However,  in present  Chinese  society,  mothers  not
only  need  to  work,  but also  take  primary  responsibility  for
raising  children.  Thus,  when  mothers  become  seriously  ill
and  have  to  reduce  their  role  of  caring  for  their  children,
negative  emotions  are  easily  aroused,  which  may  cause
various  emotional  or  psychological  problems,  such  as  demo-
ralization  syndrome.

Medical  coping  styles

Coping  styles  are  a crucial  resource  for patients  faced
with  advanced  illnesses,  including  cancer.  An  adaptive  and
effective  coping  style  (e.g.  meaning  -making)  has  been
suggested  to  be essential  for  mitigating  patients’  multiple
existential  concerns,  restoring  inner  homeostasis,  reducing
distress,  preventing  negative  psychological  reactions,  and
enhancing  rehabilitation  and  recovery.27,28 Besides,  the fin-
dings  of an  RCT  suggest  that  patients  with  advanced  cancer
benefited  most  from  CALM  (Managing  Cancer  and  Living  Mea-
ningfully)  therapy  in terms  of  reduction  of such distress
and  improvement  on  the  generalized  anxiety,  demorali-
zation,  spiritual  well-being,  and attachment  security.29 A
study  by  Bovero et  al.,30 which  used  the  Brief  Coping
Orientation  to  Problem  Experienced  (Brief-COPE),  found
positive  reframing  and self-blame  were  the only  coping
styles  that  emerged  as  significant  predictors,  besides  demo-
ralization,  of  dignity-related  existential  distress  among
cancer  inpatients.  However,  our  study  found  resignation
was  positively  correlated  with  demoralization  (r = 0.389,

p  < 0.001)  and it emerged  as  the only  coping  style  that  pre-
dicted  demoralization  (B  =  0.262,  p  <  0.001).  These  findings
are  similar  to  those  of  a  previous  study  that  demons-
trated  avoidance  and acceptance-resignation  were  both
correlated  positively  with  demoralization  and  predicted
demoralization  (B  = 0.62,  p =  0.003;  B =  1.0,  p  =  0.001,  res-
pectively),  using three  sub-scales  (confrontation,  avoidance
and  acceptance-resignation)  like ours  in  the Medical  Coping
Modes  Questionnaire.31 These  results  suggest  that  a  break-
down  in coping  lies  at the heart  of demoralization  among
patients  with  breast  cancer  and  that  different  coping  styles
or  strategies  might influence  demoralization.  Among  them,
a  passive  coping  style that implies  ‘‘giving-up’’  to  some
degree,  such  as  acceptance-resignation,  may  increase  the
risk  of  demoralization,  and  should  be given  more  attention
by  patients’  caregivers.

Self-efficacy

Self-efficacy  is  a positive  psychological  resource  and  essen-
tial  mediator,  which  regulates  a  person’s  motivation  to
persevere  in the  face  of  difficulty  through  cognitive,
motivational,  affective,  and  decisional  processes.32 Stu-
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dies  have  shown  that  patients  with  cancer  who  have  high
self-efficacy  tend  to have  better  problem-solving  ability
and  health-promoting  lifestyles  (e.g.,  regular  exercise),
more  information  and  support  services,  greater  persistence
in  achieving  desired  psychosocial  outcomes  (e.g.,  better
adjustment,  and less distress  and anxiety),  fewer  physical
and  psychological  symptoms  (e.g.,  less pain  and  fatigue),  a
higher  quality  of  life,  and  a greater  sense  of  well-being,33,34

On  the  other  hand,  low  self-efficacy  is  associated  with  higher
trait  anxiety  and elevated  psychological  distress.35 We  defi-
ned  self-efficacy  in this  study  as  perceived  confidence  in
managing  symptoms  and concerns  related  to  the  diagnosis
and  treatment  of  breast  cancer.  However,  breast  cancer  is
a  frightening  experience  that  can  undermine  one’s  sense  of
self-efficacy.  The  current  analyses  found  self-efficacy  cor-
related  best  with  demoralization  (r  =  −.612, p < 0.001)  and
acted  as a major  protective  factor  (B  =  −0.499, p  <  0.001),
which  confirmed  the importance  of self-efficacy,  and  sug-
gested  that  low self-efficacy  can  aggravate  one’s  sense  of
helplessness  and  incompetence  and  accelerate  demoraliza-
tion.  These  findings  remind  us that  demoralization  can  be
ameliorated  by  effective  interventions  that help  to build  and
sustain  self-efficacy  in patients  with  breast  cancer,  such as
exercise.

Perceived  social  support

Social  support  and the  concept  of attachment  security  are
operationalized  in the  construct  of  social  relatedness,  which
has  been  demonstrated  to  have  a negative  relationship
with  demoralization  in different  groups  of  people,  inclu-
ding  immigrants,36 psychiatrists,37 parents,38 and patients
with  cancer.5,8,10,23 In addition,  our  findings  on  inpatients
with  breast  cancer  showed  that  perceived  social  support
was  negatively  correlated  with  demoralization  (r  = −.425,

p  < 0.001)  and  was  a  protective  factor  against  demoralization
(B  = −0.174, p < 0.001).  This  negative  relationship  highlights
the  importance  of  being  engaged  in  a positive  and  powerful
social-support  network  in order  to  maintain  one’s  morale
and  buffer  against  psychological  distress.  We  recommend
more  attention  be  given  to  potential  demoralization  in
patients  with  cancer,  not  only  by regular  monitoring,  but
also  by  proactively  strengthening  their  social  resources.  Fur-
thermore,  the  current  results  can serve as  a  reminder  to
governmental  authorities  and  medical  institutions  to  accele-
rate medical  and  social  welfare  reforms  that  benefit  patients
with  cancer.

Conclusion

In  conclusion,  while  acknowledging  its  limitations,  this
study’s  findings  have theoretical  and  practical  significance.
First,  to  our  knowledge,  it  is  the  first  indigenous  study
conducted  in mainland  China  to  explore  the current  sta-
tus  of  demoralization  and its  risk  factors  among  patients
with  breast  cancer.  Second,  this  study’s  results  should  be
beneficial  to  many  researchers  and  caretakers  (e.g.,  phy-
sicians,  nurses,  and  family caregivers)  by  highlighting  the
need  to  focus  more  on  psycho-pathological  distress  among
patients  with  progressive  diseases  (e.g.,  cancer)  in main-
land  China.  Third,  by  deepening  our  understanding  of  the

psychological  suffering  of  patients  with  cancer,  the  results
indicate  the  need  to  treat  the patient  as  a whole  person,
rather  than  concentrating  on  the disease  process  itself,  in
order  to  improve  patients’  health-related  quality  of  life,
both  mentally  and  physically.  Finally,  this study provides
new  evidence  about  the associations  between  important
variables,  which might  help  caregivers  respond  more  effecti-
vely  to  demoralization,  as  patients  confront  breast  cancer,
undergo  treatment,  experience  recovery,  or  approach  the
end  of life.

Limitations

This  study  has some  limitations.  First,  since  the study  used
a cross-sectional  design, it cannot  offer  any  insights  into  the
causal  mechanisms  that underlie  the observed  associations
between  the variables.  Therefore,  longitudinal  studies  or
randomized  controlled  trials  (RCT)  are necessary  to  unders-
tand  and  control  demoralization  better.  Second,  breast
cancer  (with  a  better  prognosis)  is more  prevalent  and  is
more  common  among  females  compared  to other  types  of
cancer.  As  only  female  patients  with  breast  cancer  parti-
cipated  in this  study,  further  research  is  needed  to  study
different  groups of  patients  with  distinct  heterogeneity  and
different  types  of  cancer.  Third,  the characteristics  of  the
present  sample  may  have  biased  the results  because  conve-
nience  sampling  was  used and patients  were  enrolled  at
single  study  site.  Therefore,  future  studies  should  use  ran-
dom  samples  from  different  study  sites  and  increase  the
sample  size.

Ethical  considerations

The  study  was  approved  by the Medical  Ethics  Committee
of  the  Second  Xiangya  Hospital,  Central  South  University,
China.  All patients  signed  an informed  consent  form  before
completing  the  questionnaires.

Funding

This  research  was  supported  in part  by  grants  from  Health
Commission  of  Hunan  Province  (Grant  No.  20201256).

Conflict  of  interest

The  authors  have  no  conflict  of interest  to  declare.

Acknowledgments

We  would  like to  express  our  gratitude  to  the  study  partici-
pants  and  especially  thank  all  the  investigators  involved  in
the  study.

References

1. Kissane DW, Clarke DM, Street AF. Demoralization syndrome---a

relevant psychiatric diagnosis for palliative care. J  Palliat Care.

2001;17(1):12---21.

http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0005


218  J.  Li et  al.

2. Kissane DW, Wein S,  Love A, Lee XQ, Kee PL, Clarke DM. The

Demoralization Scale: a report of  its development and prelimi-

nary validation. J Palliat Care. 2004;20(4):269---76.

3. Fann JR, Thomasrich AM, Katon WJ, Cowley D,  Pepping M,

McGregor BA, et al. Major depression after breast cancer: a

review of epidemiology and treatment. Gen Hosp Psychiatry.

2008;30(2):112---26.

4. Fava GA, Freyberger HJ, Bech P, Christodoulou G,  Sensky T,

Theorell T, et  al. Diagnostic criteria for use in psychosomatic

research. Psychother Psychosom. 1995;63(1):1---8.

5. Robinson S, Kissane DW, Brooker J, Burney S.  A systematic

review of the demoralization syndrome in individuals with pro-

gressive disease and cancer: a decade of  research. J Pain

Symptom Manage. 2015;49(3):595---610.

6. Fang CK, Chang MC, Chen PJ, Lin CC, Chen GS, Lin J, et  al. A

correlational study of suicidal ideation with psychological dis-

tress, depression, and demoralization in patients with cancer.

Support Care Cancer. 2014;22(12):3165---74.

7. Julião M, Nunes B, Barbosa António. Prevalence and fac-

tors associated with demoralization syndrome in patients with

advanced disease: results from a cross-sectional Portuguese

study. Palliat Support Care. 2016;14(5):468---73.

8. Vehling S, Mehnert A. Symptom burden, loss of dignity, and

demoralization in patients with cancer: a mediation model.

Psychooncology. 2014;23(3):283---90.

9. Li M, Watt S, Escaf M, Gardam M,  Heesters A, O’Leary G, et al.

Medical assistance in dying-implementing a hospital-based pro-

gram in Canada. N  Engl J Med. 2017;376(21):2082---8.

10. Vehling S, Oechsle K,  Koch U, Mehnert A.  Receiving palliative

treatment moderates the effect of  age and gender on demora-

lization in patients with cancer. PLoS One. 2013;8(3):e59417.

11. Tang LL, Li ZM, Pang Y. The differences and the relationship bet-

ween demoralization and depression in Chinese cancer patients.

Psychooncology. 2020;29(3):532---8.

12. Lee CY,  Fang CK, Yang YC, Liu CL, Leu YS, Wang TE, et  al.

Demoralization syndrome among cancer outpatients in Taiwan.

Support Care Cancer. 2012;20(10):2259---67.

13. Li YC, Ho  CH, Wang HH. Demoralization in cancer patients and

related factors in Taiwan. Cancer Nurs. 2017;40(1):E54---60.

14. Nanni MG, Caruso R, Travado L, Ventura C, Palma A, Berardi

AM, et al. Relationship of demoralization with anxiety,

depression, and quality of  life: A Southern European study

of Italian and Portuguese cancer patients. Psychooncology.

2018;27(11):2616---22.

15. Li T, Mellothoms C, Brennan PC. Descriptive epidemiology of

breast cancer in China: incidence, mortality, survival and pre-

valence. Breast Cancer Res Treat. 2016;159(3):395---406.

16. Hung HC, Chen HW,  Chang YF, Yang YZ, Liu JL, Xie RK, et al.

Evaluation of  the reliability and validity of  the Mandarin version

of the Demoralization Scale for cancer patients. J Intern Med

Taiwan. 2010;21(6):427---35 (in Chinese).

17. Shen XH, Jiang QJ. Report on application of  Chinese version of

MCMQ in 701 patients. Chin J  Behav Med Sci. 2000;9(1):18---20

(in Chinese).

18. Huang FF, Yang Q, Wang AN, Zhang JP. Psychometric properties

and performance of existing self-efficacy instruments in cancer

populations: a systematic review. Health Qual Life Outcomes.

2018;16(1):241.

19. Qian HJ, Yuan CR. Reliability and validity of  the Chinese version

of the cancer self-management effectiveness scale. Chin J  Nurs.

2011;41(1):87---9 (in Chinese).

20. Yuan C, Qian H,  Wang J,  Lev  EL,  Yuan A, Hinds PS. Facto-

rial structure of a scale: strategies used by people to promote

health-Chinese version. Cancer Nurs. 2015;38(1):E13---20.

21. Zimet GD, Dahlem NW, Zimet SG, Farley GK. The multidi-

mensional scale of  perceived social support. J Pers Assess.

1988;52(1):30---41.

22. Mullane M, Dooley B, Tiernan E, Bates U.  Validation of the

Demoralization Scale in an Irish advanced cancer sample. Palliat

Support Care. 2009;7(3):323---30.

23. Vehling S, Lehmann C, Oechsle K,  Bokemeyer C, Krull A, Koch

U, et al. Is advanced cancer associated with demoralization and

lower global meaning? The role of  tumor stage and physical

problems in explaining existential distress in cancer patients.

Psychooncology. 2012;21(1):54---63.

24. Butterworth P, Fairweather KA, Anstey KJ,  Windsor TD.

Hopelessness, demoralization and suicidal behaviour: the back-

drop to welfare reform in Australia. Aust N Z  J  Psychiatry.

2006;40(8):648---56.

25. Hsu SC, Wang HH, Chu SY, Yen HF. Effectiveness of  informa-

tional and emotional consultation on the psychological impact

on women with breast cancer who underwent modified radical

mastectomy. J Nurs Res. 2010;18(3):215---26.

26. Zhang Y,  Xu H, Wang T, He J, Qiao Y, Wei J, et  al. Psychoso-

cial predictors and outcomes of  delayed breast reconstruction

in mastectomized women in mainland China: an observational

study. PLoS One. 2015;10(12):e0144410.

27. Boezeman EJ, Hofhuis José GM, Hovingh A, Cox CE, de Vries RE,

Spronk PE. Measuring adaptive coping of  hospitalized patients

with a severe medical condition: the sickness insight in coping

questionnaire. Crit Care Med. 2016;44(9):e818---26.

28. Li YC, Yeh PC, Chen HW,  Chang YF, Pi SH, Fang CK, et  al.

Posttraumatic growth and demoralization after cancer: The

effects of  patients’ meaning-making. Palliat Support Care.

2015;13(5):1449---58.

29. Rodin G,  Lo C, Rydall A, Shnall J,  Malfitano C, Chiu A, et al.

Managing cancer and living meaningfully (CALM): a randomized

controlled trial of a psychological intervention for patients with

advanced cancer. J  Clin Oncol. 2018;36(23):2422---32.

30. Bovero A, Sedghi NA, Opezzo M, Botto R, Pinto M, Ieraci V,

et al. Dignity-related existential distress in end-of-life cancer

patients: prevalence, underlying factors and associated coping

strategies. Psychooncology. 2018;27(11):2631---7.

31. Clarke DM, Kissane DW, Trauer T, Smith GC. Demoralization,

anhedonia and grief in patients with severe physical illness.

World Psychiatry. 2005;4(2):96---105.

32. Pascoe L, Edvardsson D. Benefit finding in adult cancer popu-

lations: psychometric properties and performance of  existing

instruments. Eur J  Oncol Nurs. 2014;18(5):484---91.

33. Foster C, Breckons M,  Cotterell P, Barbosa D,  Calman L,  Corner J,

et  al. Cancer survivors’ self-efficacy to self-manage in the year

following primary treatment. J  Cancer Surviv. 2015;9(1):11---9.

34. Huang FF, Yang Q, Zhang J, Han XY, Zhang JP,  Ye M. A self-

efficacy enhancing intervention for pulmonary rehabilitation

based on  motivational interviewing for postoperative lung can-

cers patients: modeling and randomized exploratory trial.

Psychol Health Med. 2018;23(7):804---22.

35. Yang N, Cao Y, Li X, Li S,  Yan H, Geng Q.  Mediating Effects

of Patients’ Stigma and Self-Efficacy on Relationships Between

Doctors’ Empathy Abilities and Patients’ Cellular Immunity in

Male Breast Cancer Patients. Med Sci Monit. 2018;24:3978---86.

36. Flaherty JA, Kohn R, Levav I, Birz S.  Demoralization in Soviet-

Jewish immigrants to the United States and Israel. Compr

Psychiatry. 1988;29(6):588---97.

37. Okado Y,  Bierman KL, Welsh JA. Promoting school readiness

in the context of socio-economic adversity: associations with

parental demoralization and support for learning. Child Youth

Care Forum. 2014;43(3):353---71.

38. Gabel S. Demoralization in mental health organizations: leader-

ship and social support help. Psychiatr Q. 2012;83(4):489---96.

http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0135
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0140
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0145
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0150
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0155
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0160
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0165
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0170
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0175
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0180
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0185
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190
http://refhub.elsevier.com/S2173-5743(19)30124-8/sbref0190

	Current status of demoralization and its relationship with medical coping style, self-efficacy and perceived social suppor...
	Introduction
	Materials and methods
	Study subjects
	Measures
	Statistics

	Results
	Current status of demoralization according to the DS-MV
	Factors associated with demoralization

	Discussion
	Current status of demoralization syndrome in patients with breast cancer
	Factors associated with demoralization
	Demographic and clinical related factors
	Medical coping styles
	Self-efficacy
	Perceived social support

	Conclusion
	Limitations
	Ethical considerations
	Funding
	Conflict of interest
	Acknowledgments
	References


